Regulatory Status of OX513A oxiTEC

ED_001730_00009702-00001



I~
= ( Qm\,
%8 . @&mwuw@
80, N 4
%Q@MMW\\\\\%\\%\\% o@swo«
e
P
' 4
e
(o S G
0 N pey
gowwwe%%mc&mg | \\\\\\b@%«ww%y&
4 S e W
o .
w NM% 3 |
= 4
o =
& v m T
- ww@\m
= ISy
m “w) S 4 v
% Ve, Ay N8y
e \W\QQ WQ.\ b\\
M Y QQ
e
i
=
V] Q%Q.@
et o
U IV\Q N&A\ 8
o0 e ER
m% o N
e

ED_001730_00009702-00002




QXITEC

Regulatory History (Annotated)

xitec opened INAD file 012-109 with FDA 2011 = 2016: requested further information.
Achieved concurrence re sections of fileiteig., Molecular
characterisation, GE animal lineage, trial protocol)

DA - CVM FINAL FONSI Key Haven published Approx. 5 years to achieve a final FONS| for one trial site

FDA's letter re incomplete EA

NAD file 012-102 — re submitted with expanded draft EA for
rials and endangered analysis (ESA) resubmitted
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QXITEC

Campany
formed a8 spin
out from
Oxford
University

Technolngy
platform
develaped and
exemplified in
hoth
Bgricultiral and

mostuito
species

Global first
release of a
GE insect
Pink Bollworm
(marker only)
in USA

Mosquito
development
spurred by
Gates funding

First outdoor
release of
OX5134
mosquitoin the
Caymans

Envirommental
Impact
Statementin
the USATGE
Pink Bollworm)

environmentally
prefarred
solution

First outdoor
release of
OX513A1n
Brazil

First
agriciltdral
collaborations

Oxitec Brazil
established

Qiildoor frials
of OX513A I
Panama and
Brazl

First larger
scale urban
project starts in
Jacobing,
Brazil

First
agricultural
straing into
develbpment
Medfly, DBM &
Olive fly

Oxitec Brazil

National
Biosafety
approval in
Brazil

Panama
outdoor trial

Brazil
approval for
agricultural
trial

First
indeperidant
projects of
DXS13A Brazil

Oxitec aoquired
by Intrexon fo
Booelerate
development

NewbiKitadiiny

WHGO issues
recommendation
for OX513A

ANVISA
announces it will
issueRET

Grand Cayman
lainches OX813A

FDA publishes
final FONSI & EA
for:Florida Keys

Monroe County
vote 58% in
favour of GX513A

Piracicaba
expands project &
Opens new:
production facility

OXB13A project
begins in India

ED_001730_00009702-00004




QXITEC

lise Evaluation — Field Release
(Grezi | Braml | Grami | Gayman |

East End Bentong East ltaberaba Mandacaru Nuevo Jacobina Piracicaba Piracicaba West Bay
End Chorillio CECAP CENTRAL

Step-

2009 2010 2010 201112 201213 2014 2013-14 2015 2016-> 2016->

1stopen Open >90% >90% >90% >90% >90% (On-going) (On-going)  (On-going)

release release control control control control control

MRR MRR

NA NA 2-300 1,800 2,800 1,000 1,500 5,000 65,000 2~
50,000

» Operational optimization/use

e Dispersal - > release pattern required ¢ Release optimization

e longevity - > release interval required — Spatially and temporarily

. . — Adaptive release rate
¢ Monitoring systems P

. ¢  Monitoring systems optimization
¢ Dose/release rate required g sy P

. . ¢ Mass rearing and Distribution chain
¢ Build regulatory dossier

e Data Management System
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Regulatory Applications Worldwide oxiTec
Approvals in Multiple Countries
& fev
April 2014 March 2016 April 2016 July 2016 July 2016 August 2016 November 2016
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QXITEC

al

May 22 - May 26 § Submit EA
May 29 - Jun 23 § FDA review of EA
Jun 26 - Jun 30 § FDA Authorization
Jul3-Jul7  FDA phone FKMCD allowing importation of eggs
Jul 10 - Sep 1 R 2 month of CE

Jul 10 - Sep 1 2 months of monitoring

S 4 - Apr 13 Sy Trial (through

high season)

FDA Authorization

& Jun 26

. Start releases
Sepd

3

&

2017

2018

Apr 16
i Submit
’ results for
NADA
application/
EPA

Today
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Field Trial Timing

QXITEC

Aedes aegypti population

one 29 580 o .

FDA Authorization Start releases %,

B 0o

T Trial must be conducted over high season to obtain statistically

%
Sep 4 - Apr 13 mmm Trial
%,

Seasonality of Aedes aegypti
The high season for mosquitoes is June-November

o,
“a, relevant data

™ . If we do not get authorization from FDA by mid June then we will
S, not show suppression until next season (June-November 2018)

T
‘oﬂ“

%
%, Should be through high season

%,
%,

e Sep 4 S,

2018
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Timeline for Section 18 EPA/FDACS

May 15 - Qet:2
Mayv s Get s

Mty 15 Sep igestibility studies
Mgy 15 - Aug Cell membrane permiability
May 15 - Sep't G Protease effects

May 15 - Dec 11

QXITEC

EPA studies

rotein expression levels (tTAV + DsRed2)

Write Section 18 request

QOct30-Dec8 Official transfer to EPA
May 15 - Jun 23 (R Find US sponsor/s to submit application

Dec 11-Feb 23 EPA Section 18

Dec 11 - Feb 16 §

50 day review period
Dec 11 - Dec 29 §§ 15 day comment period

Jan 1 - Jan 19 @@ Answer comments

Feb 19 - Feb 23 :: EPA Authorization
Feb 26 - Mar 2

FKMCD board approval (if through Monroe County)
Mar 26 - May 18 (EESES 2 month CE and monitoring (assuming still required)

Emergenc
May 21 - Dec 28 SEEEEERRIRIRI I use

Deployment
> Official transfer to EPA
# Dec8

3 Start releases under Section 18
% May 18

2018
Today
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QXITEC

Timeline for Section 18 EPA/FDACS

Estimated Timelines for
Emergency Use Approval

Mayiah Hoetis
May 15 - Dec 1

PA protein studies
Write Section 18 request
fficial transfer to EPA

Oct 30 - Dec

Mosquito board approval
Mar 26 - May 16 Gl 2 month CE and monitoring

> ggjgial transfer to EPA - ;:;r;:eleases under Section 18

2018

2017 Oniter timited
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Timeline EPA EUP Route (Full)

QXITEC

May 15 - Oct 27

EPA protein studies

May 15 - Oct 27 Protein expression leveis (tTAV + DsRed2)
May 15 - Sep 1 Digestibility studies

May 15 - Aug 4 NSNS Cell membrane permiability

May 15 - Sep 1 B Protease effects

May 15 - Nov 24

Write EUP application

Oct 30 - Nov 2 Official transfer to the EPA

Nov 27 - Dec 22 il 21 day technical screening by EPA of submission

Dec 25 - Jul 13 7 month EPA review
Dec 25 - Feb

Public review period
Feb 5- Mar 16 538 Review of public comments
Mar 19 - Jul 6 R Review of submission

Jul 9 - Jul 13 © EPA Authorization
Jul 16 - Aug 10

FKMCD board approval
Aug 13 - Oct 5 EEESEE 2 month CE and monitoring
Oct 8 - Apr 19 S Tral

3 Official transfer to EPA Start releases
> Dec 8 %" Qct5

13

2015

2018
Today > Jul 13

EPA approval

ED_001730_00009702-00011



QXITEC

Timeline EPA EUP Route (Full)

Estimated Timelines for
Experimental Use Permit

May 15 - Oct 27 4 > EPA protein studies
May 15 - Nov 24 Write EUP application
Oct 30 - Nov 24 Official transfer to the EPA
Nov 27 - Dec 22 [l 21 day technical screening by EPA of submission
Dec 25 - Jul 13 7 month EPA review
Jul @ -Jui 13 © EPA Authorization
Jul 16 - Aug 10 FKMCD board approval
Aug 13 - Oct 5 S 2 month CE and monitoring
Oct 8 - Apr 19 SRR Tral

e, Official transfer to EPA Start releases
> Dec 8

E%DOC‘IS

& 2019

2017 L2

g, JuI 13
" EPA approval
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Section 3 Registration

QXITEC

Estimated Timeline for
Section 3 Registration

Apr 1 -Apr30 §

Complete Monroe County trial
May 1 § Submit EPA section 3 application
May 2 - May 23 # i 21-day Technical Review
May 24 § Application complete

May 24 - Jul 24 §

«, complete Monroe County trial
ﬁl-\pr 30
... Application Complete
" May 24
2018 2019

(13 months)

EPA

uize Approval

EPA
@" registrati
# on
i Jul2e

: 2019

May 1
Submit EPA Section 3 application
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